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In this TOBGM study, Intervention started very late, with OGTT performed an average of 15.6 weeks. And this is why it results in 
a modest reduction in primary outcome in the immediate treatment arm (24.9% Vs. Control group (30.5%), adjusted risk reduction 
5.6%. OGTT was performed in less than 14 weeks in 23.2% of Women only, and most of the women were beyond the 14" week 
at entry level in both the Intervention and control groups. Insulin and Metformin use was more in the Treatment arm than in the 
control arm, 58.1% vs. 41.4% and 23.6% Vs. 10.4%, respectively. Interestingly, more benefits were seen in less than the 14° week 
of pregnancy. 

Our theory says that if a Diagnosis could have been made in the 8" week by a Postprandial Blood Glucose value threshold of 110 
mg/dl and treatment with MNT and Metformin 250 mg Two times to maintain Postprandial Blood glucose at 2 hours with less 
than 110 mg/dl would have resulted in a more robust reduction in Neonatal and Maternal outcomes. This theory is based on Dr. V 
Seshiah’s" Path Breaking Concept for Primordial Prevention of Gestational Diabetes and its sequelae. Prof Seshiah is well known 
Expert on Gestational Diabetes and received the IDF lifetime achievement award and Padmashri from Govt of India for his work 
in GDM. 


Diabetes mellitus in recent years has become a relentlessly evolving pandemic. Measures for the screening and early detection of 
diabetes are practiced worldwide. However, considering the ever-increasing magnitude of the problem, the current efforts should 
primarily focus on the primordial prevention of diabetes. 


A ray of hope for preventing the development of diabetes in an individual arises from the concept that many adult-onset diseases 
have already been programmed while the individual is still in-utero. In women with hyperglycemia in pregnancy, maternal 
hyperglycemia results in fetal hyperinsulinemia, leading to increased fetal adiposity insulin resistance and diabetes in adulthood. 
We have pointed out that the fetal beta-cells start secreting insulin at 10-11 weeks of pregnancy, and fetal hyperinsulinemia 
persists with maternal hyperglycemia in a pregnant woman who would develop gestational diabetes. 


Considering the fetal glucose-steal phenomenon and the fetal renal threshold for glucose, we have suggested a two-hour post- 
prandial blood-glucose (PPBG) value of >110 mg/dL as the cut-off for the prediction of gestational diabetes in the early weeks of 
pregnancy. Furthermore, we have emphasized using metformin in addition to medical nutrition therapy in the early weeks to 
maintain PPBG around 110 mg/dL to prevent gestational diabetes. 


We recommend universal screening of all pregnant women during the early weeks of the first trimester. We put forward that a 
two-hour PPBG of >110 mg/dl during the 10"-11th week of pregnancy would predict the risk of gestational diabetes in the 
pregnant woman. We suggest early testing and intervention prevent the development of fetal hyperinsulinemia as a primordial 
prevention approach for diabetes! 
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Figure 1. The pattern of glycemia in normal pregnancies and recommended therapeutic targets for post-prandial blood 
glucose in hyperglycemia-in-pregnancy (HIP). Adapted from Hernandez et al., 2011 [9], under the Creative Commons 
License http://creativecommons.org/licenses/by-nc-nd/3.0/) 


A blood test conducted as early as the 10" week of pregnancy may help identify women at risk for gestational diabetes; if> 
110 mg/dl, MNT and metformin 250 mg/bd must be started and continued. The target glycemia to be obtained is PPBS 99 
+ 10 mg/dl. Metformin is Safe as the Embryonic stage is over by the 8th week. 


°To use metformin as an adjunct or alternative to insulin in the preconception period and during pregnancy, when the likely 
benefit from improved blood glucose control outweighs the potential for harm. 


Glycemic Level at Gestational Weeks for 
of GDM __ 
A blood test conducted as early as the week 
of pregnancy may help identify women at risk 


for gestational diabetes, 


Had higher HbAt1c levels (an average of 5.3 percent or 


110 mg/dl), compared to those without gestational 
diabetes (an average HbA\1c level of 5.1 percent). 


Figure 2 Glycemic level at Gestational Weeks for Prediction of GDM 


3Administration of metformin after the 12th week will not prevent GDM. 
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PPBS >110 mg/dl at loth week Insulin resistance physiologically plays a vital role in the changes in carbohydrate, lipid, and 
amino acid metabolism that facilitates anabolism and nutrition to the fetus. 


The idea is to test for glucose tolerance in the 8th week (2 months). Why? Prediction of GDM is 2hr PPBS > 110mg/dI at 10th 
week. Hence in the 8th week itself, PPBS has to be estimated. Because...In case PPBS is > 110 mg/dl in the 8th week, a grace 
period of 2 weeks is available to attain PPBS < 110 mg/dl in the 10th week* 


The aim is to maintain Maternal 2hr Plasma Glucose 99+ 10 mg/dl Throughout Pregnancy from Conception to Confinement to 
Prevent Transgenerational Transmission of Diabetes. 


The Preliminary data from India show the benefit of early treatment of GDM as per the RCT being going on in 8 centers in India 
across different states by DIPSI Diabetes in pregnancy study group India. 
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